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and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 
Description, pages: 

1 -33 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 
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the international application as filed has been furnished. 
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□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 



Claims, No.: 



1-23 
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Drawings, sheets: 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: 

No: 

Inventive step (IS) Yes: 

No: 

Industrial applicability (IA) Yes: 

No: 

2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 

and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item V 

The following documents are referred to in this communication: 



D1 
D2 
D3 
D4 



WO 99 0531 5 A 4 February 1 999 
WO 90 13666 A 
WO 93 21340 A 

WO 00 361 52 A 22 June 2000 



1 Novelty (Art 33(2) PCT): 

1.1 The subject-matter of claim 14 is anticipated by D1 , which discloses a system for 
nucleic acid sequence analysis which embraces a polymerase enzyme 
immobilized on a solid support, a nucleic acid sample and a primer (abstract; 
claim 1 , p 5 I 33- p 6 I 2, p 7 I 4-13; p 1 1 I 22 ff). D1 is also prejudicial to the 
novelty of claims 15-18 (D1: p 6 I 15-29). 

1 .2 Claim 19 is novel, because none of the available documents discloses an array of 
immobilized polymerase systems. Dependent claims 20-23 are novel accordingly. 

1 .3 Claim 1 is novel, because none of the available documents describes a method 
for nucleic base sequencing involving four different nucleotides each nucleotide 
being differentially-labelled with a detachable labelling group. Dependent claims 
2-13 are novel accordingly. 

2 Inventive Step (Art 33(3) PCT): 

2.1 Claim 1 does not appear to satisfy Art 33(3) PCT for the following reasons: 

D1 , which is considered to represent the closest prior art, describes sequencing 
methods (D1 : p 2 I 25- p 3 I 24) which differ from the method according to claim 1 
only in that the different nucleotides used in D1 do not contain a detachable 
labelling group. In the method of D1 the distinction between the different 
nucleotide bases is achieved by the different kinetic behaviour for the 
incorporation of the nucleotides into the nascent oligonucleotide chain (D1: p 9 I 
28-31). 
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The problem to be solved by claim 1 can thus be regarded as the provision of an 
alternative method for the differentiation of the introduced nucleotide in the 
growing oligonucleotide. 

The technology for the distinction of the incorporated nucleotides used in D1 is 
more recent than the technology used in the present application. The use of 
different labels for each nucleotide is commonplace in the art and used in the 
standard sequencing techniques such as Sanger Sequencing. Hence, the skilled 
person who looks for an alternative method to that used in D1 would certainly 
consider the standard technology of differentiated labelling as claimed (see also 
D2: abstract). Thus, claim 1 does not seem to involve inventive activity. Since 
dependent claims 2-13 rely on common technology, they do not seem to contain 
an inventive concept, either. 

2.2 Although novel, claim 19 does not seem to be inventive: 

The claim is directed to an array of immobilized polymerase systems, wherein the 
immobilized polymerase systems are not novel (see point 1.1 above). The 
arrangement of the systems in an array appears to belong to common technology 
(see appl.: p 6 para 3). Furthermore, D3 describes the use of template arrays 
immobilized on a solid support (D3: p 8 I 33- p 9 I 3). Claims 20-23, which pertain 
to embodiments with specific spacing distances of the polymerases, do not 
appear to be inventive, accordingly. 



Re Item VI: 



Certain published documents (Rule 70.10) 



Application No 
Patent No 

D4: WO 00/361 52 



Publication date 
(day/month/year) 

22. June 2000 



Filing date 
(day/month/year) 

13. December 1999 



Priority date (valid claim) 
(day/month/year) 

14. December 1998 
11. January 1999 



The disclosure of D4 embraces all the technical features of claims 14-23 (D4: p 2 I 28- 
p 4 I 12; p 6 I 12-28; p 15 I 10-13; p 21 I 13-16; claims 15-24; 27-30) . 
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The expression "incorporated herein by reference" in respect of prior art documents 
(e.g. page 13 para 4) leads to a doubt as to whether the requirement of the description 
being self-contained is satisfied (Guidelines II, 4.17). 

Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the document D1 is not mentioned in the description, nor is this document 
identified therein. 

Re Item VIM 

Claim 14 does not satisfy Art 6 PCT for the following reasons: 

- The technical nature of a "reaction center" is not clear which renders the subject- 
matter for which protection is sought unclear. 

- The claim is directed to "an immobilized polymerase system for contacting nucleic 
acids" and it encompasses (b) a nucleic acid sample. However, the technical nature of 
a "sample" is by definition not known. Hence, the subject-matter of claim 14 is not 
defined and thus unclear. Moreover, the "immobilized polymerase system" comprises a 
primer (c), but it is not clear from the claim whether the primer is immobilized or not. 
These two arguments also apply to claim 19, which is directed to an array of 
immobilized polymerase systems of claim 14. 

Claim 18 does not comply with Art 6 PCT because the term "modified T7 polymerase" 
is vague which renders the scope of the claim unclear. 
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